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Am^jtctmeut 
in the Claims 

K {prcvioMvh pri'senied) A niiiivicirran IbiciuLition th<it provides pulsatile release of 
milnacipran lo piodiice a thciapeutic eileci over approximatciy 24 hours when administered to a 
putietit in utJfcl, with (iiininished incidence or reduced intensity relative to one or more iminedtate 
release nsilnacipran side eiTects. 

2. (original) The nuilnacipraii formulation of Claim I, wherein tlie side eftect is nausea. 

3. tf^riy.iiiti!') The milniiciprcin fonnuiatK-'n nrciaifvi K wluMoin liu sido L'flects are 
.sok'ctod trtMn \ht* group consjstnig ol voinilingJicaJachc, iremuiousness, anxiety, panic attacks, 
palpitations, urinary retention, orthostatic hypotension, diaphoresis, chest pain, rash, weight gain, 
hack pain, constipation, vertigo, increased sweating, agitation, hot flushes, tremors, laiigiie. 
somnolence, dyspepsia, dysorla, nervousness, dry mouth, abdominal pain, irritability, and 
insomma. 

4. (originalj '1 he nulnaciprau ionnuiatioii ofClaiin 1 compusmg. 

(a) an immediate release dosage miit comprising a first dose of tlie active agent that is 
released substamiaily immediately following oral administration of the dosage form to a patient 
resulting in the lirst plasma level peak at approximately 0.05 hours to less than 3 houi's following 

oral, ndxm nistratj tin : 

(b'l a dcLnt'd rcEcasc dosage unit oompiisiiTLg d sectmd dose ufthc active agent and a 
means for delajing release of the second dose resuUing in tiie second plasma level peak at 
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approximately 3 hours lo less than 14 hours following oral acbuinislralion of the dosage form: 
and opiionally 

(i.) c Svvoud Jclayt't'i release dosagt- unit comprising a tJiird dose c-^f tlu- ncdvo agent iind a 
nieanv ihr dtiLjjmg release ol'lhc third dose resulting in the third plasma level peak di 
approxhnatcly 5 hours to kss than 1 8 hours followitig oral administration of the dosage form. 

5. (original J The milnacipran formulation of claim 4, wherein an enteric coating is 
added to the formulation and tlie release profile is further characterized by a 0.05-4 hours lag 
lime period dunn^ which less than appioximatcly 10% of the first ''pulse" milnacipran dose is 
released !ollo\u*d 'o\ a complete release of tlie fu^t '"pulse"". 

6. (original) 'iTie milnacipran fomtulation of Claim 1 providn^g iiulnacipian blood 
plasma levels that are characterized by Cmax below approximately 3000 ng/ral. 

7. ^original) 'rh& mih^acipran formulation of Claim 6 providmg raiinacipran blood 
pla.smj^ ifveh that ate clTaracierizcd by Cmax below approximately 2000 ng ral 

8 (i^riginai) '1 he milnacipran fonnuiaiion of Chum 6 providmg milnacipian biood 
plasma le\'els that are characteriiscd by C max below approximately 1000 ng/ml, 

{original) The milnacipraii formulation of Claim 1 further comprising at least one 
other acLi\-e compoiaid selected from the group consisting of analgesics, anti-inflammator>- 
Jn!;:-^, .miirvicllcs- antideprespart*^. ;jnt!cp''.n^!'es ^■ir'i's'jriines, aninmsjraine diug;;, 
.MitiiiiUhcanLtes. auMDliyics, sedaiixes. h>pnoncs, aniipsychotic^. bronchodiiators, anti asthma 
drugs, cardiovascular drugs, corticosteroids, dopaminergics, electroi>tes, gastro-intcsiina! drags, 
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muscle relaxants, nulntional agents, vitamins, parasympathomimetics, stimulants, anorectics, and 
aBii-narcoJeptics, 

10 {>n[siina!) 1 Ik mibiacipran fomiulation according to claim '^>. comprising one or 
niiw coinp.iufuis sck'ctccl frcin tlie group comisting of acecloienac, acetaminophen, 
adomexetinc, aimotnptan, aipra/'olam, amantadine, amcinonidc, aminuc>'i:iopropane. 
amitriptyline, amolodipine, atnoxapine, amphetamine, ai-ipipraxole, aspirin, atomoxetinc, 
n/aselron, aitatatline, beclonitslha^sone, bcnactyzinc, benoxaprofcn. bermoprofen, betamethasone, 
bicifadinc, hromucriptinc, huuc.^onicc, bup'cnoip'rn^. Hip iopion. biispiTOtie. hutojphanoK 
buiripiyline. ctilieine, caibamazcpine. carbidopa. caiirioprodol. celecoxib, cliiordia/.epoxide. 
chlorpromazine. choline salicyktc, citalopram, clomipramine clonazepam, clonidine, 
cionitazene. clora^epate, ciotiazepam, cloxazolamK clozapine, codeine, corticosterone^ cortisone. 
cyclobenzuprinc, cyproheptadine, dcmexiptilinc, desipramine, desomorphine, dexamethasone. 
u>'\'ip;ibinc>K dextroamphetamine sulfate. doxti;on-ir^n:idc ..\^xtropiopr>x\phenc. c1e/(XM*ne, 
Jia-'epam, diben/epin. diclofenac sodmra, diflunisal. dihydrocodeine,dih}Jroergoiamine. 
dihydroraorphine, dimetacrine, divatproxex. dizatiiptan, dolasetron, donepezil, dothiepin, 
doxcpin. duioxetine. ergotamine, escitalopram, estaxolam, ethosaximide, etodoiac, fcmoxetine, 
fenamates, fenoprofen, fcntanyl Oudiazepam, fluoxetine, fluphenazine, llm-a/.epam, flurbiprofen, 
r!utd/,-]<tnK ]lnst'\jj:ur.o fixn airipL'ui, gabapcntin, galantaniins,. uepirone, mnko bilboa. 
gfamsetr'Mi. .i:ik'pendol. bupcizmc A, hythocodone, iiydrocortisone, hydronioiphone, 
hydroxyj'.ine, ibuprofcn. imipramiiie, indiplon, indomcthacin, indopn^fen. ipritidole. ipsapirone, 

4 CP i 071' 



'^iMFMniCNT \ND RFSPON'SE lO 0¥nCK ACTIOSS' 

keiasserin, ketoprofen. ketorolac, lesopitron, levodopa. lipase, lofcpramine, Jorazcpain, loxapine, 
inaprolijine, niazindoL mefenamic acid, melatonin* meHtraecn, niemanline, meperidme. 
^nepiohamo'tc. !iit;.->ai'inuiu', meiapuuiiinc. inetjixalone, meihadone, meihadLmc, 
uotlKuvplk iainuH\ mcthoc.uhaniol tnethyklopa, methyiphonidate. mcthyisalicylate. 
aie!.l\v-5i;rtiKl(c}. mcioclopiamidc. raiansciin, mirepristcmc, milnacipian. minaprine, mina/.vipmc, 
moclohemide. njoclafinii, molindoTie, morphme, morphine hydrochioride, nabumetonc, nadolol, 
naproxen, naratriptan. nelazodone, neurontin, nomifensine, nortripiyltne. olanzapine, oisalazine. 
ondanseu'on, opipramoL orphenadrinc, oxaflo^sanc, oxaprazin, oxazepam, oxitriptan, oxycodone, 
oK\tnorphone. pancrclipase, parecoxib. paroxetine, pemoiiQe. pentazocine, pepsin, perphenazine, 
phcnacetin, pKendinietrazine, phenmetra/Jne, piienylbuta?;one, phcnyioiii, pho^jpluUidyl^cnne. 
pirno^ide. pirlindoie, piroxicam, pizotifen. pizotylinc. pramipexole, prednisolone, prednisone, 
pregabaiin, propanolol, propizepine, propox>phene, protfiptyline. quazepara, quinupramine. 
reboxuino- rcpcrpinc. risperidone, ritanserin, riva'^; " Mtriptan. rofecosib, roptnirole, 

rotigotine. salsalate, sertraline, sibulraniine. siidenalH, suliaj,alazine, sulindac, sumalriplan, 
tacrine^ lemaA-pam, tetrabenozinc, thiazides, thioridazine, thiotliixene, isapr,Jc, tia^ipironc. 
li/anidine, lofenacm. tolmetin, toloxaione. toptramate. tramadol, trazodone, triazolam, 
triikjoperazine. trimethobenzamide, trimipraminc. tropisctron, valdecoxib, valproic acid, 
sc!tlafa\iii'.\ siloxa/lnc. Miarun I . /irnoldine, ziprasidonc, zolmitriptan, Zolpidem, zopicioneand 
isoiuors, \. lis. ocnibmatioab thea'cf. 
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i ] . (original) The milnacipran fonnulalion of Claim 1, wherein Ihe milnacipran is in the 
i'otm of a lijerapeiiUcaUy equivaient dose of dextrogyral or levrogyral enantiomers of the 
milnacipiaii or pharmaccutically acceptable salts thereof. 

12, (oiiguiji ) I iie miinacipran fonuulation of Claim j . wherein the milnacipran is in the 
form of athctapcutjcally equivalent doso of a mixttirc ofrailnacipraii enantiomers or 
phamiaeeutiGally accep^ibte salts tItereoE 

13> (previously presented) The milnacipran formulation of Claim L wherein the 
nuifKicipian is in tiie fonn ofa tbcuTpcunco,!ly cquisalent dose of an active metabolite of 
milnacipran or phaniiaceiuicaily acceptable ^alts tliereof, 

14. (original) lite milnacipran formulatiQii of Ciaim h wherein the milnacipran is in the 
form ofa therapeutically equivalent dose of para-hydroxy-milnacipran (F2782) or 
pharmaceotically aeceptabie salts tliefeof, 

15. {original) The milnacipran formulation of Claim 1 fmther comprising an enteric 

16. {originaJ) The mihsaoipran formulation of Claim wherem the administTable 
milnacipran unit dose is tmni 25 to 500 mg, 

17. (original) Tlie milnacipran formulation of Claim 1, wherein the administrabk 
milnacipran unit dose is from 200 ui 500 

18. (original) The milnacipran ibrmulauon of Claim i'J comprising 25 lo 5(.iO nsy 
milnacipran and 100 to 600 mg niodafmiL 
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19. (odginai) llic mUnacipran formulation of claim 1 comprising a iTjixture of beads or 
particles releasing ding ai diffcreni" times. 

2.0 (oTjgina!) \ kit compri\sing the raiinacipran form illation of Claim 1. 

21 , (ongnial} 1 he kit of Claim 20 comprising dilTerent dosage units of milnacipran to 
allow tor dos&ge escalation. 

22, (original) The kit of Claim 20 comprising instruction on taking the formulalion once 
daily before bedtime, 

23,. (canceled) 
24. (oaneeied) 
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